All reagents were obtained from commercial suppliers unless otherwise stated. Where necessary, organic solvents were routinely dried and/or distilled prior to use and stored over molecular sieves under nitrogen. Organic extracts were dried over magnesium sulfate (MgSO 4 To a solution of L-serine methyl ester hydrochloride (6, 1 g, 6.4 mmol) and 4Å molecular sieves (2 g) in dry MeOH (10 mL) were successively added at room temperature triethylamine (890 µL, 6.4 mmol) and p-anisaldehyde (7, 780 µL, 6.4 mmol). The reaction mixture was stirred for 20 h and then filtered. The filtrate was concentrated in vacuo, the residue was dissolved in MeOH (10 mL) and the solution cooled to 0 °C. Solid NaBH 4 (0.315 g, 8.3 mmol) was added and the reaction mixture was stirred at room temperature for 2 h. The reaction was quenched by addition of distilled water (8 mL) and the mixture was extracted with dichloromethane (3 x 10 mL), the combined organic extracts were dried with MgSO 4 , filtered and evaporated. The residue was purified by flash column chromatography on silica gel (EtOAc/heptane, 40:60) to give compound 8 as a colorless oil (1.24 g, 81% 
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Methyl (2S)-3-azido-2-(p-methoxybenzylamino)propanoate (11).
To a solution of compound 10 (2.0 g, 6.63 mmol) in acetone (15 mL) were successively added at room temperature sodium azide (862 mg, 13.3 mmol) and water (15 mL). After 5 h, the solvent was evaporated and the residue was taken up in 20% aqueous H 2 SO 4 (15 mL) and CH 2 Cl 2 (15 mL) and the mixture was stirred for 2 h. Saturated aqueous NaHCO 3 solution was added dropwise until effervescence ceased and the reaction mixture was then extracted with CH 2 Cl 2 (3 x 10 mL). The combined organic extracts were washed first with saturated aqueous NaHCO 3 solution (10 mL) and then with saturated NaCl solution (10 mL), dried over 
Methyl (2S)-3-amino-2-(p-methoxybenzylamino)propanoate (12).
A solution of compound 11 (1.43 g, 5.4 mmol) in CH 2 Cl 2 (25 mL) was treated successively at room temperature with triphenylphosphine (1.85 mg, 7.0 mmol) and water (0.974 mL). The reaction mixture was stirred overnight and the solvent was then removed under vacuum leaving crude amine 12 which was used in the following step without further purification. 
Methyl (4S)-2-(benzyloxycarbonylimino)-3-(p-methoxybenzyl)imidazolidine-4-carboxylate (15).
A solution of compound 14 (2.56 g, 4.6 mmol) in acetonitrile (25 mL) was heated at 70 °C for 2 d. The reaction mixture was then cooled to room temperature, the solvent was removed under vacuum and the residue was purified by flash column chromatography on silica gel (EtOAc/heptane, 1:1) to provide the cyclic guanidine 15 as a colorless oil (1.39 g, 75% 
Methyl (4S)-1-(tert-butyloxycarbonyl)-2-(benzyloxycarbonylimino)-3-(pmethoxybenzyl)imidazolidine-4-carboxylate (16).
To a solution of 15 (1.39 g, 3.5 mmol) in acetonitrile (40 mL) were successively added at room temperature, di-tert-butyl dicarbonate (917 
S8 (4S)-1-(tert-Butyloxycarbonyl)-2-(benzyloxycarbonylimino)-3-(p-methoxybenzyl)-4-hydroxymethylimidazolidine (17).
To a solution of compound 16 (225 mg, 0.45 mmol) in absolute ethanol (5 mL) at 0 °C was added lithium borohydride (20 mg, 0.9 mmol). After 4 h at 0 °C, the reaction was quenched by addition of distilled water (3 mL) and the mixture was extracted with ethyl acetate (3 x 10 mL). The organic extracts were combined, washed with brine (10 mL), dried with MgSO 4 , filtered and evaporated. The residue was purified by flash column chromatography on silica gel (EtOAc/heptane, 7:3 to 1:0) to give compound 17 as a white solid (191 mg, 90% 
Methyl (4S)-1-(tert-butyloxycarbonyl)-2-imino-3-(p-methoxybenzyl)imidazolidine-4-carboxylate (18).
To a solution of 16 (50 mg, 0.10 mmol) in a 6:1 MeOH/CH 2 Cl 2 mixture (3.5 mL) were successively added at room temperature, acetic acid (15µL, 0.25 mmol) and palladium(II) 
N-Methoxy-N-methyl (2S)-2-(tert-butyloxycarbonylamino)-3-hydroxypropanamide (20).
To a solution of N-Boc serine ( After 3 h at -15 °C, the reaction was quenched by the addition of 1M HCl (5 mL) and the mixture was extracted with DCM (3 x 50 mL). The organic extracts were combined, washed with saturated sodium hydrogenocarbonate (50 mL), dried with MgSO 4 , filtered and evaporated to give the desired amide 20 (1.44 g, 75%) , that was used in the next step without further purification. 
N-Methoxy-N-methyl (4S)-2-(benzyloxycarbonylimino)-3-(pmethoxybenzyl)imidazolidine-4-carboxamide (28).
Following the same procedure as that used for the preparation of compound 15 from 14, a solution of guanidine derivative 27 (348 mg, 0.6 mmol) in acetonitrile (15 mL) was heated at 70 °C for 2 d. After work-up, the crude product was purified by flash column chromatography on silica gel (EtOAc/heptane, 8:2), providing compound 28 as a colorless oil (189 mg, 74%).
